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Food and Drug Administration
center for Bbbgk Evaluanan snd Rrx.txjrc
1ml ROCkWik Pike

I%ckvih MD 20852-144S

. JAN 30 f997

ertificxl-l?.e!urn lkxx%t. .Re~uested

Ms. Carol M. Moore
Responsible Head
Bayer Corpomt.ion
800 Dwight Way
P.o. BOX 1986
Berkely, CA 94701

Da Ms. Moore :

Durin~ an inspection of Bayer Corporation (Bayer), 3525 North Regal Str=t, Spokane,
Washington, conducted on Augum 5-16, 1996, FDA inspectorfirtvestigators documentd
significant deviations from Section 501 (a)(2)(B) of the Federal Food, Drug, and Cosmetic Act
and Tif.le 21. Qy@ ~ (21 CFR), Parts211 and 600 with respect to the
manufacture of your products. The inspectknal findings concerning the pre-approval inspection

-—- . .

X
.

With respect to the findings of the August 1996 inspectio~ it is FDA’s view that the wnditions at
Bayer demonstrate noncompliance with the following areas of the current good rnanuf-ring
prwtiLx (CGMP) ~egulatiol~s: training of personilel, buildings and facilities. quipmen~
production and process controls, records and reports, and laboratory controls as follows:

Oruanization and J?ersq~q!

!. Failure of the personnel engaged in the manufacture, processing packaging or holding of
a drug product to be adequately trained in the particular operations that the employee
petiorms and in CGMP including regulations and written procedures required by these
reglda~ions as they relate to the employee’s Iinctions [21 CFR 211.25(a)]. CGMP tra-inirig
is not conducted on a continuing basis with sufficient tiequcncy to assure fhat employees
remain fiimiliar wilh applicable CGMP rqui rements. Moreover. during an aseptic
gowninS demonstration the aseptic operator was obsewed pre-assembling the sterile
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aseptic operdtar does not w~r sterile gloves LIntillklly gowned. This lack of adequate
training is also evidenced by many of the deviations listui below.

2.

3

4.

5.

Failure to have separate or defined areas or other control systems as nece~=~ to prevent
contamination [21 CFR 21 1.42(c)] in that
a. There is no primary barrier such as laminar flow average during (he

.tm.ns~ortation to and loading of partially stoppered vials into the Jyophdizcr-
b. Smoke studies to support the manual fig, manual stoppering, intermediary

storage, transpo~ and loading of partially stoppered vials to the lyophilizer has not
been petiorrned in Room ~

Failure to establish an athxjuate system hr cleaning and disi.nfeetingthe room and
equipment to produce aseptic ~nditions [21 CFR211 .42(c)( 10)(v)] in that the
effectiveness af the cleaning and sanitizing of the x pass-through has not
been established.

Failure to maintain buildings usd in the manticture, processing packing, or holding of a
drug product in a cl- and sanitary condition [21 CFR 21 l-56(a)] in fiar

.a- Lke insect, dust, and debr& were obsewed near the raw material sampling area.
b. Sunflower seeds were obsemed mmr the’ ~ holding tank
c. Residual tape, fo~ a loose -her, and a plastic tie were obsemed insictethe

CIass % production area during the aseptic fifling of_ x x

K x

Failure to maintain buildings used in the manu.fiaoture,processing, pactitg or holding of a

drug pruduct in a good State & repair [21 CFR ZI 1.58] in that:
—

-

a. A dislodged fiser panel under the Class ~ production area was observed
during the set-up of A x

b. Chipped paint and a roiled metal tag were obsczwd on the - ~
housing located above an uncovered tig container in ruo~ - ~

Eauinment

6 Failure to assure that the equipmem used m the manufacture, processing, packing or
holding of a drug product is of appropriate design and of adequate size for its intended use
[21 CFR 21 1.63] in that there are no incoming receiving sp=ifications for the HEPA
filters {pre-filtem and terminal flter) used in the Class ~ md Clax ?f . production . .
areas.

7. ]~ailureto ci~ ntintaiil, and sanitize equipment and utensils to prevent malfimction or
contamination that would altci- [he safety, identity, strengt~ qua.iity, or purity of the drug
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product [21 CFR211 .67(a)] in that:
a. “I”hecleaning process for the /%’ @~ n-es used during the sterile filling of

aliergenics has nor been vdickmxi.
b. The efikotiveness of the cleaning and sanitizing pro=ss to remove sanitizer

residues fiwm critical equipmen~ i.e., filling lines and tile ~ J
tunnel has not been established.

G. Residue limitsfor san.itiZcragents used in critid production ar- have not been
established.

d. ~rwo ltdm were obscwed on the f-d tine between the ~ ultrafiltration
tit and the F sm.

e. Out of semice particulate monitoringsampleports in Ming room Y were
covcrcd with wipes.

8 Failure to adequately vddate the Y x systcrnsolbm.rc used for inventory
trdd.ng of quaranti.n~ rejected, and releamxl materials for finished products and for
release and materials tiansfir Iimctions [21 CFR 21 1.68].

ents and Dm~ Prochx Ccmtainers and C ~1

9 Failure to opc~ sample, and reseal t.xmtainersin a manner designed m prevent
: contamination of the-wcontents and contamination of other mmponents, drug product
containers, or closures [21 CFR 211. 84(c)(2)] in that d material was skred
partiallyunccwerd (with the tzd out of the bag).

10 Failure to establish andor follow written procdurcs for production and process control
designd to assure that the drug products have the identi~, strength, quality, and purity
they puqmrt or are represented to possess and to assure that such procedures, including
any changes, are drafkd, review~ and approved by the a.ppropliateorganizationalunits
and reviewed and approved by the quality control unit [21 CFR 211,1 W] in that:
a. There is no written proccdurc outlining the steps for petiorming production line

start-up.
b. There is no written procedure addressing periodic evaluation of ncw envirm.mental

microbial isolates with the firm’s sanitixer effiuwy/efFec~iveness studies.
c. The written procedure entitled “ltiw Materials/Extraction” was not followed in

that the exhaust ftiood was nut wmtirmusly operating during the weighing Of

x
.

x . source material.
d It was obsewed that employee practices for aseptic processing technique,

equipment sanirizatio~ and cornponen( mixing is inadequate.

11 Failure to establish control procdures to monitor the output and to valida;e the
perhzrwwe of’ those manufacturing processes that maybe responsible for causing

@JoO6
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variability in the characteristics of in-process material and the dmg product [21 CFR
211.1 IO(a)] in that:
a ‘l”he installatio~ operationii Wd pctiomw.nce qualificationstudiesha= not been

performed to the % Lyoptiier ~ . US~ to lynp~ ste~e ~Ue%eIfiC
products.

b. Studies have not b=n performed to establishthe int=fi~ *~gen hd space limit.

12. Failure to establish appropriate time limits for the completion of each phase of production
to assure,the quality of the drug product [21 CFR211 -11 I] in thm time limitshave not
been establi.sl~edfor the sterile ~tratian of all types of allergtmics.

13 Failure to establishappropriatewritten procedures designedto prevent microbiologkd
contaminationof drug products purportingto be sterile andto assure that such procedures
includevalidationof any stedi=tan process [21 CFR 211. 113(b)] in that sterile filter
extractable val.idatiol~studies for x

+
+ F

%
,

Y Y x---~”~
incomplete. Also, sterilefilter mmpatabil.ityvalidationstudiesfor” ‘~ A

7 x. F % are inmrnplete. The studieswere in
p;ocess’as of August 15, 1996.

14. Yailurc to cstddish laboratory controls t.ha~includescientificallysound and appropriate “
specticatioq standards, samplingplans, and test procedures to assure that components,
drug product containers, closures, in-process materials, labeling, and drug products
cotioml to appropriate standards of idptity, stren~ quality, and purity [21 CFR
211.160(b)] inthat the _’ ‘\ System used in the identification of
environmental microbial isolates has not b= challenged with microbial isolates used in
the firm’s sanhker effi~cy/eilixtiveness studies.

9

15. Faihu-e to establish an adeqxuatefitten tcsti.ng progrnrn designed to assess the stability
cha.mcteristics of’ ~ [21 CFR 211-166(a)].

rds and Rep-

16. Failure to investigate and document the ftike of a batch or components to meet
spedcations [21 CFR211. 192] in that.
a, Since 1995 several batches of sterile empty vials have been reprocessed or

clismrdeddue to fie appearance uf rnuislurc on the stoppers inside the sterile
empty vials although no adequate investigation and follow up on The came of the
moisture on the stoppers has been umducted.

b The investigation of unexpec[d result repon (RJR #96-05 -2S-01 ) failed to “”
document all products potentially affected by the use of an out-of-qa.libration-
pipcttman in the laborato~,
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1’7. Failure to maintain adequate and complete batch productionand control remrds for each
batch of drug produced [21 CFR 211. 188{b)(7)] in tha~ the batch records for

x$
Y

pro=ssed on July 8, 1996, and Cat Pelt F.xtract lot 34582 did not
include the aclud yield and the percentage of theoretical yield statecncnls.

18. Failure to maintainadequate rewr-ds of the history of the manufacture or propagation of
each lot of source material intended for the manufacture of bid allergenic products
[2 lCFK 680.2(f)] in that the suurce matelial supplier did not speci.& the origin of the
house dust source material. ~

19. Failure to determine that liuxx.d biological products are stie, effective. and not
misbranded under prescribed, rccornrnend~, or suggested conditions of use [21 CFR
601.26] m that groin mill extra% wlti& contains unknown components (components
which may be Category 1I16 product(s)) is available
product.

The above identified deviations am nor intended to be an all

for distribution as a Category UTA

inciusive list of deikkncies at your
facility. Federal agencies are advised of the issuance of all waning letters about drugs so that
they may take this information into acmunt when consideringthe awards of conttaets. It is your
respo~~btity to exercise mntrol of the estabkhment in aU matters relating to wmplimm wkh all
pellincnt regulations.

WC acknowlecige your September 3, October 4, November 18, andDecember 9, 1996, responses
to the Form DA 483 issued at the close of the inspection. Your response(s) to items 14,6, 7,9,
10, 12, 1!3-21, 23-25, 29, 35, 38, and 45 of the Form FDA 483 are inadequate or incompkxe in
(hat they ftiied to address risk assessment (iipact on product); equipment and persomel
monitoring; clean room personnel qualifkatiorg control and critical production W- airflow -
pidttems; ~mplete investigations(assessment); scientifically sound inkmal specification
acceptance limits; complete validation studies; sumlmaryhistory of the manufacture of allergenic
source makriid; and sanitizer residual limits. The remainder of your responses appear to be
adequate and will be verified upon reinspection.

Please no[tiy this office, in writing within 15 working days of receipt af this letter of any
additional steps you have taken to correct the noted violatiom and t.o prevent their recurrence. If
corrective action cannot be complet.ecl within 15 working days, state the rcasun for the delay and
the time within which the corrections will bc completed. FaihJreto promptly comect these
deviations may result in regulatory action without tixthcr notice. These actions include license
suspension and/or rmmcation, seizure, and/or in@nction, ..
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YWJKhIeply shouldi?esent to my attentionintic WIice of Compliance, Center for Biologics
Evaluation and Rcsearc~ 1401 Rddle Pike, Suite 200N, HFM-600, Rockdle, ?W@and,
20852.

&:&~fli!$
/ , James Simmons

I)irector Office of Compliance
Center for Biologics Evaluation and Research

cc: Card M. Moore
Vice PresicietlL,Worldwide Regulatory Affkim
ResponsibleHead

@Joo9

James G. Croei=hia Anthony D. Br)nan.zim

Vice President Vice PresidenM%mt Operations

Allergy Products Bayer Cmporatiou Pharrmweutical Division
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